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DETAILED ACTION 

Receipt of applicants' amendments and remarks submitted December 1, 2006 is 
acknowledged. 

Specification Objections 
1. The amendment filed September 1, 2006 is objected to under 35 U.S.C. 132(a) because it 
introduces new matter into the disclosure. 35 U.S.C. 132(a) states that no amendment shall 
introduce new matter into the disclosure of the invention. The added material which is not 
supported by the original disclosure is as follows: the change of time from min to hour in the 
table at page 15 lacks support from the application as originally filed. The examiner could not 
find any support from the specification for such change. The original data presented at page 15 is 
obviously not right, but the data presented in the amendment is not the obvious right answer, as 
other change also make sense, such as, change 1, 2, 3, 4, 5, 7, and 8 in the table to 100,200, 300, 
400, 500, 600, 700, and 800. 

Applicant is required to cancel the new matter in the reply to this Office Action. 



Claim Rejections 35 U.S.C 103 
2. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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3. Claims 1, 2, 4, 6-8, 10-16, 20-25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Andries et al. (US 6,197,779), in view of Goertz et al. (US 4,801,460), 
Nakamichi et al (US 5,456,923), Sasatani et al. (US 5,876,760) and Takada (US 5,350,741), and 
in further view of Baert (EP 0 872 233, IDS) 

4. Andries et al. teaches the HIV inhibiting pyrimidine derivatives herein and the method of 
using the same for preparing pharmaceutical composition, and for treating HIV infection. See, 
the abstract, cols 1-10, 17-19. The elected compound herein is a preferred compound disclosed 
by Andries et al. see, col. 10, lines 14-15. The compounds may be formulated into various 
conventional dosage forms, such as powders, tablet, capsule with solid carrier and other 
pharmaceutical excipients. See, particularly, col. 18, line 19 to col. 19, line 25. (Applicants also 
admitted the compounds are known in the art, citing PCT/EP99/02043, which is equivalent to US 
6,197,779, and PCT EP/02044, see page 2 herein) 

5. Andries et al. do not teach expressly the particular dosage form herein with PVP or it's 
copolymer as carrier and polyoxyethylene hydrogenated castor oil and citric acid as additional 
excipients, or the particular release forms. 

6. However, Goertz et al. teach a solid pharmaceutical form wherein polyvinylpyrrolidone 
or copolymer of vinylpyrrolidone and vinyl acetate or used as carrier, and a solid solution of the 
active ingredient is formed. See particularly, the abstract, col. 3, lines 3-31, col. 4, lines 1 1-45, 
and the claims. There is no particular limitation as to the active ingredients employed therein. 
The concentration of active ingredients may be in the rage from 0.1 to 95%, with preferred range 
of 30-70%. 45 to 50% of polymer is used in the particular examples. Other known 
pharmaceutical excipients may be added accordingly. The forms may be made by extrusion. See, 
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cols. 3-8. Nakamichi et al. teach that solid dispersion or solution is known to be useful for 
controlling the rate of release of a drug from dosage form or improving the bioavailability of 
drugs. Nakamichi et al. further teaches that other polymeric material, such as modified cellulose 
(e.g. hydroxypropylmethylcellulose) are similarly useful (like PVP) as solid carrier, and 
extrusion is a conventional method for making a solid dispersion or solution form. See, 
particularly, cols. 1-2, and the claims. Both Sasatani et al. and Takada teaches that polyethylene 
glycol castor oil ester and citric acid are known pharmaceutical excipients and are particularly 
known to be useful in solid form wherein Polyvinypyrrolidone is carrier. See, particularly, col. 5, 
lines 33-63 in Sasatani et al. and the claims in Takada. 

Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to formulate a pharmaceutical dosage form of 
the compounds disclosed by Andries et al. into solid dispersion or solution in particulate form, 
wherein vinypyrrolidone polymer or copolymer is the carrier, and with additional other 
pharmaceutical excipients, such as polyoxyethylene hydrogenated castor oil, citric acid. 
A person of ordinary skill in the art would have been motivated to formulate a pharmaceutical 
dosage form of the compounds disclosed by Andries et al. into solid dispersion or solution in 
particulate form, wherein vinypyrrolidone polymer or copolymer is the carrier, and with 
additional other pharmaceutical excipients, such as polyoxyethylene hydrogenated castor oil, 
citric acid, because polymeric carrier, such as vinylpyrrolidone polymer or copolymer, are 
known to produce solid dispersion or solution with a drug which provide controlled release and 
enhanced bioavailability. Further, the employment of various pharmaceutical excipients, such as 
polyoxyethylene hydrogenated castor oil (surfactants), and citric acid (acids), accordingly is 
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within the skill of artisan. The further employment of other polymers, such as 
hydroxypropylmethylcellulose, would have been obvious since the modified cellulose is known 
to be similarly useful as a solid carrier. Attention is directed to Baert, which teaches the 
employment of combination of PVP and hydroxypropyl methylcellulose as carrier for controlled 
release antiviral dosage form. See, particularly, the example (pages 6-7) and the claims. 
Furthermore, the optimization of a result effective parameter, e.g., drug releasing profile, or the 
effective amounts of the drug and the other ingredients therein, is considered within the skill of 
the artisan. See, In re Boesch and Slanev (CCPA) 204 USPQ 215. 

The employment of a dosage form known to be useful for a particular purpose, in a 
pharmaceutical package useful for the same purpose is considered within the skill of the artisan. 
Further, the optimization of a dosage regimen for the administration of a dosage form is 
considered within the skill of the artisan, absent evidence to the contrary. 
7. Claim 26 is rejected under 35 U.S.C. 103(a) as being unpatentable over Andries et al. 
(US 6,197,779), in view of Goertz et al. (US 4,801,460), Nakamichi et al. (US 5,456,923), 
Sasatani et al. (US 5,876,760) and Takada (US 5,350,741), and in further view of Baert (EP 0 
872 233, IDS) for reason discussed above, and in further view of Jones et al. 

Andries et al. Goertz et al. (US 4,801,460), Nakamichi et al. (US 5,456,923), Sasatani et 
al. (US 5,876,760), Takada (US 5,350,741), and Baert et al. do not teach expressly the particular 
K value of the polyvidone. It is noted that Kollidon VA64 is used in the solo example herein 
(page 14). It is reasonably believed that Kollidon VA64 meets the limitation of K value. Jones 
teaches polymers, such as Kollidon K30 and K90 and Kollidon VA 64, are particularly suitable 
as binder in antiviral composition for extrusion and formulation of particles. See, particularly, 
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col. 3, lines 56 to col. 4, line 2. Therefore it would have been obvious to use those well-known 
polyvidone for formulate a pharmaceutical dosage form of the compounds disclosed by Andries 
et al. into solid dispersion or solution in particulate form. 

Response to the Arguments 

8. Applicants' amendments and remarks submitted September 1, 2006 and December 1, 
2006 have been fully considered, but are not persuasive. 

9. Applicants argue that the rejections are improper because Baert et al. id directed to an 
composition comprising antiviral agent which is structurally different from the antiviral 
compounds herein, Applicants further contend that Crospolyvidone employed by Baert et al. is 
different from the polyvidone herein. The arguments are not probative. 

In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). It is noted that Baert et al. was 
cited to show that the particular cellulose recited in claim 1 1 is a known pharmaceutical 
excipient. As stated above, considering the cited references as a whole, the claimed invention 
would have been obvious to one of ordinary skill in the art. 

10. Applicants further argue the examiner's citation of, In re Boesch and Slanev (CCPA) 204 
USPQ 215 is misused, as the parameters herein have not been clearly recognized. The examiner 
respectfully disagrees. The rejections state: "the optimization of a result effective parameter, e.g., 
drug releasing profile, or the effective amounts of the drug and the other ingredients therein, is 
considered within the skill of the artisan. See, In re Boesch and Slanev (CCPA) 204 USPQ 215." 
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Applicants have not provided probative arguments show that " drug releasing profile, or the 
effective amounts of the drug" is not result effective parameters. 

11. Furthermore, applicants' amendment to the specification does not provide support for 
unexpected results as asserted previously by applicants. 

First, the amendment introduces new matter; further, even if the amendment valid, the 
data does not support the asserted benefit. As noted there is no data for the first 7 hours for the 
sustained release form. It is not clear whether the dissolution rate was reached to 95% within first 
hour, second hour, or after the seventh hour. 

Regarding the establishment of unexpected results, a few notable principles are well 
settled. It is applicant's burden to explain any proffered data and establish how any results 
therein should be taken to be unexpected and significant. See MPEP 716.02 (b). The claims 
must be commensurate in the scope with any evidence of unexpected results. See MPEP 716.02 
(d). Further, A DECLARATION UNDER 37 CFR 1.132 must compare the claimed subject 
matter with the closest prior art in order to be effective to rebut a prima facie case if obviousness. 
See, MPEP 716.02 (e). 

12. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
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the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shengjun Wang whose telephone number is (571) 272-0632. The 
examiner can normally be reached on Monday to Friday from 7:00 am to 3:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan, can be reached on (571) 272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Shengjun Wang 
Primary Examiner 
Art Unit 1617 




